'j/' ' ■■■ C >: 1 A» V-V-' <> ' 

.* '.y.’y . V ■ •' .y/vj i'"-f'- ' TOBACCO INDI 

■• v.;«:M .UWh'-i ■ 350 FIFTH AVEN 


. ■ ■;’ • ■' ■ -V V’i ? VVrl 

INDUSTRY RESEARCH COMMITTEE 
350 FIFTH AVENUE NEW YORK 1, N. Y. 


A'- : U- v. 

- AWtfA Mnbi* rAy 


.. , ;.. ii. . ’ • . ■».. - , *i . " 

1 .. . v :’^ ■ ■■ y\f- f ' * t 

• "ixo 3* 



•v,y ,f$*■. - • : • .*•* 

..syW Title- ’ ■ *■ V;. 1 ' •“ ‘ -■ n r •• • ! ^ Ii’* y * ^ ' T ' v V V ' ,T ■ ' V" r 

.•’Ni.j.jv.:- • • / y 1 1 '•; AssistantProfessor of Pathology (January 1, 1956) 

, ; ■>£"') •>: V ; ?x ■ '• *• v: :'y’'.y ,v-v,v /t:'svA‘* •.'.•••;• y;4 ; yvi v.* : . *v ..: c; .y 

: ■'•'■■ A'iA'A:- * ••'* - "•tr'V •-N- r - 

& Address: - / " V 

;-.viyi^;„V >v , ' we M»«u»on Awnw, &wphi* # Ttnno««^ey y^yy-;.' 

,.■■ j f / A proposed study of tht offset of cultipls ttsplrstoxy imctuvns ...^ 

: y\Myy M ” .• .•' •i y on the production of cancer of thelung* M yvV , v ‘. ■• 

■ ■ .- - i y< J ■,■,'■■■. ■. ■ • ■ ■ . ■ -. > ; >*■< 

■ $^kAc‘ : -yy-t 


• s . , r -i l 


■r-'A-k 


>'’*• u?••',•,v.»j 


• f. I : ■• ••: 

: v '•’ A “» •..’: 4 

f A'v 


^ .j /• f {. ■ • . •' 'v . '• --y -v, •, V»j*.^ y:yyy 

. v- ; -,. 1 ^? V'^v'.4 :i -■,r.:’;,„ *«;!;■^Ws 

. ■ AAr?-■ r-■■ ; ' A ; ; - '‘V ■' V; v' •’ .-•*• -v- - - "■ '•. 4 * -‘AAyh'A ^y-U -r. 

•■ Ayli-A .. /. •::. V ‘, ' v-.-v-.^- ■ y-v;.., . • y;.; • v Ay’m^ky' ti : 


•. v t y . 

h- hi - i / : • ■ 

* ■: 5. Detailed Rian of Procedure (Use reverse side if additional space is needed)i ; : } 

f ; Th« ixperlffitfital procedure m^y bt divided into 4 phAtet a« follows! _ 

/ x) A survey of opithtlisl changes occurring in tho bronchi of patients ^1:4/ Ci 

: :4 t0 «*cp»y in «»i» Institution* The possible similarity In histogenesis 

‘~~* L ' ’ " * * * ^‘ bronchus and squamous cell carcinoma CO 
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:; , between sQuanous cell carcinoma of the bronchus and squamous call carcinoma 
i ’ of ths endocervix *h should be noted* This theoretical similarity has bten ^ 
stressed by two recant case reports of Intraepithelial carcinoma of the *. 
bronchus (Uniter and Storey, “ - 

J Kupxowaki, Cancer 4*141, 


case reports of intraepithelial carcinoma of the ,;V .> 
way. Cancer 5i369, 1952 and Papanicolaou and A'Ay'Ayi 
l* 1951 j* *'. *7‘; *v; .-. ., t’-.'..- v ,i’- .V:■•“■‘•v.?'.v*.,. v .i : > 
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- To study the incidence of occurrence of minor epithelial changes and intra¬ 
epithelial carcinoma the investigator will attend each autopsy and will remove 
the lungs end trachea in block* These organs will be fixed by the gentle 
injection of 10* formalin into the trachea* The first fluid injected will 
be esplreted and smears mads which will be stained and studied in tht usual 
manner for bronchial washings* After adequate fixation the lungs will be 
dissected! by opening the bronchi Including each branch of the segmental bronchi* 
Sections will be taken and labeled for each autopsy according to tho s egesent 
(see enclosed diagram)* This phase will answer the statistical question of the 
Incidence 1 of minor changes in ths epithelium which may progress to cancer and 
will be correlated with phase #2* This ease type dissection of lungs es of 
patients with bronchogenic carcinoma may answer questions of ths "field effect" 
of the carcinogenic stimulus* 




Source: https://www.industrydocuments.ucsf.edu/docs/qpll0000: 
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?his phas^ is directed toward improvement of techniques for the earlier diagnosis 
incer of the lung thus lowering mortality and morbidity of this disease. It is a in my 


progress at present and consists of steps to improve the methods of collecting suptum 


from patients and an improvement in the method of preparing slides from the specimen. '’ 


• A blunder is being utilized to break up mucous strands in sputum before the specimen 
'is, centrifuged. This will aid in concentrating any cells which may be in the sputum. 

'The cells seen in the smears from living patients and those taken at autopsy may then •. 

/be compared to the cells seen in the epithelium of the autopsy material. This will : 

- tt establish a better understanding of the significance of unusual cells seen in sputum • , 4 " 
and bronchial washings. t , . ?, j* - / • - ^ 4 t - 

'Y ^ ■/' 7 • . •> O ' 7',— 

i 9) This is one of the most important phases and is directed toward learning the ‘ \ 

effect of multiple chronic irritation upon the development of cancer of the lung. " v 

' It is to be recalled that Winternltz at Yale shortly after the great Influenza epidemic 
of 1918 pointed out and illustrated beautifully lesions in the lungs of people dying of i ■ 
Influenza which now would be called intraepithelial carcinoma. Winternltz predicted ' V ’v 
•t that time that cancer of the lung would be more frequent. Two animals.will be used • . p 
to study this question, the rabbit and swine. The rabbit will be used because of the ',1; 
lack of occurrence of clinical influenza in tills animal. Multiple chronic irritation : ^ 

will be produced by injecting (as described by Dr. Sprunt in 1935) diptift'ria toxin, n 

staphylococcus toxin, and dilute acids into the trachea. After a suitable time lapse ^ V' 
the lungs will be examined as described for the autopsy material, - i’- . iC 
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The pig will be used because of the natural odcurrence of Influenza in this animal. 

It is probably that three different strains of virus may produce the disease In this 
‘animal (Dr. Hale - personal communication). The three infections may then, following ; \ 

waning of the, immunity, be reproduced. This will then be followed by examination . , 

of the lungs for epithelial changes as described for the human and the rabbit. This 
phase should answer statistically the question of the effect of multiple infection and 
irritation upk upon the frequency of occurrence of epithelial changes and/or lung cancer. ; ; 
In order to study the reasons for the difference of occurrence of lung cancer between V, 

males and females each of the experimental groups will be divided into castrate and - 

non-castrate animals. One additional group will be treated with the male sex hormone . 
(testosterone). . , ,<V 


’4) This phase will utilize a new method of tissue culture which has been developed by 
the investigator to study the effects of the infection, iriitants and hormones upon 
epithelial cells grown outside the influences of the body. Plastic chambers will 
be used to contain the cultures (see enclosed diagram). The pH of the media will . 
be maintained at a constant level by a continuous gas flow through the chambers. 

The chambers will be sealed and submerged in a water bath to maintain constant 
temperature of the cultures and to allow instant observation of any gas leaks. 
Microscopic studies will be done to determine the effects of these agents: on ths 
epithelial cells after constant exposure. ■ , 
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Salaries 

.Expendable Supplies 
Permanent Equipment 
Overhead. 

Other * ! 
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• S 29.400^00 ; vr 

■- 10 , 000,00 *f : i; u- 

t * At * 11,050:00 

A - 7,567+50 ^ ^ 
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i Faciliries and staff Available: Th« most attractive factor i* that of a large autopsy service •* ;vji 

r'A : • handling approximately 900 autopsies per year t This will furnish adequate material 
> A s f| for the studies of phase #1» CONSULTANTS* William M. Hale . Professor of Microbiology* 

V Univ. of Tenn. 9 at Memphis* Dr. Hale is the author of numerous papers in the field of 
: fi - immunology and has worked extensively with Influenzal Infections* Cyrus C. Erickson* » ' 
Prof.♦ of Pathology, Univ. of Tenn., Memphis, has written on the subject of Intraepithelial 
■ • ’ Carcinoma of Cervix and is immediately In charge of the Cancer of the Cerfix Project 

v .-i:%;'.apd will be of excellent assistcnte in evaluating the changes found in the pulmonary l’ ' 
it epithelium* Douglas H. Sprunt . Professor of Pathology and Chief of the Division of 
% Pathology and Microbiology, has worked extensively in the experimental production of 
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■ , 9. Additional Requirements: v r - y v . , changes in the pulmonary epithelium. „ V , * T > 

T^i* financial ^requirement will be reduced to approximately $50,000 in subsequent, .1 
'years. This reduction will be primarily in permanent equipment, , , 

1 *. . . '* “i, : ' ■ x ' - S . ... * .'■C, •. ,1 • 

‘ »' ' ■ 'V ■it'* it • .*;•• ‘ >• ‘ • v ' ■ r • • -a , 1 .*■;• ■: «*'}■ • 1 


years. This reduction will be primarily in permanent equipment* 


' v' 10 j Additional Information (Including relation of work to other projects and other sources of supply)* > f1 
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Studies are at present underway in this institution concerning an apparently somewhat 
similar problem - squqmous cell carcinoma of the endocervix. In studying the natural 
history of this disease, it is becoming apparent that many (though possible not all) 
squamous cell carcinomas of the endocervix go through a progression of squamous -Vj f ’ 
metaplasia, atypical metaplasia to intraepithelial carcinoma with ensuing invasion i: T , 7 
from..these surface lesions. Studies to date from both human and animal material sug- 
gest that chronic inflammation is an important etiologic factor (Williams, William L,, 
and Erickson, Cyrus C >t Southern M*dical ■Journal, submitted)* This study underway ^ A , 

includes the cytologic approach for population screening annually for a three year : ’ V 
period. Statistical information gained in this manner should indicate time intervals 
or progression rates of these epithelial changes. |; 
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